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AMENDMENT OF CLAIMS 



This listing of claims will replace all prior versions and listings of claims in the 

application: 

Listing of Claims: 

1-67: (cancelled) 

68. (currently amended): A method for treating or preventing an 
Inflammatory disorder associated with TACE (TNF-a) and/or MMP. 
comprising administering to a subject in need thereof a therapeutically 
effective amount of a compound of Formula (I): 



or a pharmaceutically acceptable salt, solvate or isomer thereof, wherein: 
M is -(C(R^°)(R'^°))m-. wherein m is 1; 

T is selected from the group consisting of R^^ -substituted alkyi, 
cycloalkyi, heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-0R^ -C(0)R*. -C(0)OR^ -C(0)NR2^r2^, -C(0)NR^'*OR^ -C(0)SR^ 
-NR2*r25, -NR25c(0)R*, -NR25C(0)OR^ -NR25C(0)NR2'*r25, 
-NR25C(0)NR2*0R^ -SR^ -S(0)xNR2*R2^ -S(0)xNR2=0R^ -ON, 
-P(0)(R2*)(0R2*). -P(0)(0R2^)(0R2*), -C(R*)(=N(0R^)), -C(0)-AA-NR2'^R2^ 
and -C(0)-AA-NR2^0R^ 

wherein each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of T is Independently 
unsubstituted or substituted with one to five independently selected R^° 
moieties which can be the same or different, each R^° moiety being 
independently selected from the group of R^° moieties below; 

V Is selected from the group consisting of alkyI, R^^ -substituted alkyI, 
cycloalkyi, heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-0R^ -C(0)R^ -(CR2^R2^)n1C(0)OR^ -C(0)NR2^r2=, 
-(CR2^R2^)niC(0)NR2^0R^ -C(0)SR^ -NR2^R2^ -NR25c(0)R^ 
-NR25C(0)0R^ -NR25c(0)NR2'*r25, .NR2SC(0)NR2*OR^ -SR^ 
-S(0)xNR2*r25. .S(0)xNR250R^ -ON, -P(0)(R2*)(0R2^), -P(0)(0R2^)(0R2^), 
-C(R'*)(=N(0R^)), -C(0)-AA-NR2*r2^ and -C(0)-AA-NR2^0R^. 

wherein each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of V is independently 
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unsubstituted or substituted with one to three independently selected R 
moieties which can be the same or different, each moiety being 
independently selected from the group of R^°moieties below; 

W is -(CH2)-; 

X is unsubstituted phenyl; 

U Is -0-(CH2)- ; 

n is 0 to 2; 

n1 is 0 to 2; 

X is 0 to 2; 



different and are each independently selected from the group consisting of H, 
alkyi, cycloalkyi, aryl, heteroaryl, -NR2*R2^ -(CH2)3NH(C=NH)NH2, 
-CH2C(0)NH2, -CH2C(0)0H, -CH2SH. -CH2S-SCH2CH(NH2)C(0)OH. 
-CH2CH2C(0)OH. -CH2CH2C(0)NH2. -(CH2)4NH2. -CH2CH2CH(OH)CH2NH2. 
-CH2CH(CH3)2, -CH(CH3)CH2(CH3). -CH2CH2SCH3. -CH2OH. -CH(OH)(CH3). 



or R^^ and R^^, together with the N to which R^^ is attached and the C 
to which R^^ is attached, form a 5-membered ring which is unsubstituted or 
independently substituted with a hydroxyl group; 

R^ is selected from the group consisting of unsubstituted quinolyl, alkyl- 
substltuted quinolyl and aryl-substituted quinolyl; 

each R^, R* and R^ is the same or different and each is Independently 
selected from the group consisting of H, halo, alkyI, R^-substituted alkyI, 
cycloalkyi, heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-OR^ -C(0)R^ -C(0)OR^ -NR2'^R2^ -NR2*C(0)R2^ -N(=C-0-NR2'»r25), 
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, wherein R and R'* are the same or 
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-NR2^S(0)2R^^ 

wherein each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl. aryl and heteroaryl groups of R^, R"^ and R^is 
independently unsubstituted or substituted with one to four independently 
selected alkyi, R^^-substituted alkyi or R^^ moieties which can be the sanne or 
different, each R^^ moiety being independently selected from the group of R^^ 
moieties below; 

each R^ is the same or different and is independently selected from the 
group consisting of H, alkyi, R^^-substituted alkyi, cycloalkyi, heterocycloalkyi, 
cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl. -OR^, -C(0)R^, -C(0)OR^, 
-NR2^R2^ .NR2^C(0)R^^ -N(=C-0-NR2^r2^) and -NR2^S(0)2R^^ 

each of the cycloalkyi. heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl. aryl and heteroaryl groups of R^ is independently 
unsubstituted or substituted with one to four independently selected alkyi, R^^- 
substituted alkyi or R^^ moieties which can be the same or different, each R^^ 
moiety being independently selected from the group of R^^ moieties below; 

each R® is independently selected from the group consisting of H, alkyi 
and -OCF3; 

each R^ is independently selected from the group consisting of H, alkyi, 
heteroaryl and -CF3; 

each R^°is independently selected from the group consisting of: alkyi, 
R2^-substituted alkyi. -OR^ halo, -CN, -NO2, -NR2^R^^ -C(0)R^ -C(0)OR^ 
-C(0)NR2^R^^ -S(0)xNR^^R2^ -S(0)xR^ -CF3, -OCF3, -CF2CF3, 
-C(=NOH)R^, aryl, halo-substituted aryl, heteroaryl, cycloalkyi. 
heterocycloalkyi. -N(R2^)S(0)xR^ -N(R2^)C(0)R^ and -N(R2^)C(0)NR2^R2^ 

wherein each of the aryl, halo-substituted aryl, heteroaryl, cycloalkyi 
and heterocycloalkyi groups of R^° is independently unsubstituted or 
substituted with one to four independently selected R^^ moieties which can be 
the same or different, each R^^ moiety being independently selected from the 
group of R^^ moieties below, 

or two R^^ groups taken together with the carbon to which both R^° 



groups are attached is 




c=o 



R^^ is one to three substituents independently selected from the group 
consisting of: -OR^ halo. -CN. -NO2. -NR2^R2^ -C(0)R^ -C(0)OR^ 
-C(0)NR2^R2^ -S(0)xNR2^R2^ -SOxR^ -CF3, -OCF3. -CF2CF3. -C(=NOH)R^ 
R^^-substituted alkyi, aryl, heteroaryl, cycloalkyi, heterocycloalkyi, 
-N(R2^)S(0)xR^-N(R2^)C(0)R^, and -N(R2^)C(0)NR^'^R^^; 



wherein each of the aryl, halo-substituted aryl, heteroaryl, cycloalkyi, 
and heterocycloalkyi groups of R^^ is independently unsubstituted or 
substituted with one to four independently selected R^^ moieties which can be 
the same or different, each R^^ moiety being independently selected from the 
group of R^^ moieties below, 

or two R^^ groups taken together with the carbon to which both R^"* 



^c=o 

groups are attached is ^ ; 

each R^^ is independently selected from the group consisting of: 
halo, alkynyl. aryl, heteroaryl. -OR^"^, -(Ci-Ce alkyl)-OR^^ -CN, -NO2. 
-NR2^R2^ "C(0)R2^ -C(0)0R2^ -C(0)NR2^R2^ ^5(Qj^f^p24R25^ .S(0)xR^^ 
-CF3. -OCF3. -CF2CF3, -C(=N0H)R2^ -N(R2^)S(0)xR^^ -N(R2^)C(0)R2^ 
and -N(R2'^)C(0)NR^^r2^, 

or two R^^ groups taken together with the carbon to which both R^^ 



groups are attached is ^ ; 

each R^^ is independently selected from the group consisting of H, 
hydroxyl, halo and alkyi; 

each R^^ is independently selected from the group consisting of H and 

alkyI; 

each R^^is independently selected from the group consisting of H, 
hydroxyl, alkyI, hydroxyalkyi, aryl, cycloalkyi, heteroaryl, -NR^'^R^'^ , -(Ci to Ce 
alkyl)NR2^N2\ -CFs and -S(0)xR^^; 

each R^^ is independently selected from the group consisting of H, 
hydroxyl, alkyI, hydroxyalkyi, aryl, cycloalkyi, heteroaryl and -NR^R"*; 

R^^ is independently selected from the group consisting of heteroaryl, 
heterocycloalkyi and -NR^'^R^^; 

R^° is independently selected from the group consisting of H and R^° 
substituent groups above; 

R'*^ is independently selected from the group consisting of H and R^° 
substituent groups above, 

or R^° and R'^^, taken together with the carbon to which R^° and R'^^ are 



^c=o 

attached, is ^ ; 

with the proviso that at least one of V or T is selected from the group 
consisting of -C(0)N(R^)(OR^). -C(0)OR^ and -C(0)NR^'^R^^ 



69-72: (cancelled). 
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73. (new claim): A method of treating rheumatoid arthritis, osteoarthritis, 
periodontal disease, cancer or osteoporosis in a subject comprising: 
administering to the subject in need of such treatment a therapeutically 
effective amount of a compound of Formula (I): 



or a pharmaceutically acceptable salt, solvate or isomer thereof, wherein: 
M is -(C(R^°)(R''°))m-, wherein m is 1 ; 

T is selected from the group consisting of R^"* -substituted alkyi, 
cycloalkyi, heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-0R^ -C(0)R'*. -C(0)OR^, -C(0)NR2*R2^ -C(0)NR2*OR^ -C(0)SR^ 
-NR2*R25. -NR2^C(0)R*, -NR25C(0)OR^ -NR2^C(0)NR2^R2^ 
-NR2^C(0)NR2^0R^ -SR^, -S(0)xNR2'*r25. -S(0)xNR2^0R^ -CN, 
-P(0)(R2^)(0R2*). -P(0)(0R2^)(0R2*). -C(R^)(=N(0R3)), -CCO^AA-NR^'^R^^ 
and -C(0)-AA-NR2^0R^ 

wherein each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of T is Independently 
unsubstituted or substituted with one to five independently selected R^° 
moieties which can be the same or different, each R^° moiety being 
independently selected from the group of R^° moieties below; 

V is selected from the group consisting of alkyI, R^"" -substituted alkyI, 
cycloalkyi, heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-0R^ -C(0)R*, -(CR2^R2*)n1C(0)OR^ -C(0)NR2^r25, 
-(CR2^R2^)niC(0)NR250R^ -C(0)SR^ -NR^^R^^, .NR25c(0)R*, 
-NR2=C(0)0R^ -NR25c(0)NR2*r25, -NR25C(0)NR2'^OR^ -SR^ 
-S(0)xNR2*r25. -S(0)xNR250R^ -CN. -P(0)(R2^)(0R2*). -P(0)(0R2^)(0R2^). 
-C(R*)(=N(OR^)), -C(0)-AA-NR2*r2^ g^^j -C(0)-AA-NR2^0R^, 

wherein each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of V is independently 
unsubstituted or substituted with one to three independently selected 
moieties which can be the same or different, each R^° moiety being 
independently selected from the group of R^°moieties below; 

W is -(CH2)-; 

X is unsubstituted phenyl; 

U is -0-(CH2)- ; 
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n is 0 to 2; 
n1 is 0 to 2; 
X is 0 to 2; 



AA Is 




O 



, wherein R^^ and R^^ are the same or 



different and are each independently selected from the group consisting of H, 
alkyi, cycloalkyl. aryl, heteroaryl, -NR2'^R2^ -(CH2)3NH(C=NH)NH2, 
-CH2C(0)NH2, -CH2C(0)0H. -CH2SH, -CH2S-SCH2CH(NH2)C(0)OH, 
-CH2CH2C(0)OH. -CH2CH2C(0)NH2, -(CH2)4NH2, -CH2CH2CH(OH)CH2NH2. 
-CH2CH(CH3)2. -CH(CH3)CH2(CH3), -CH2CH2SCH3, -CH2OH, .CH(OH)(CH3), 



or R^'' and R^^, together with the N to which R^"" is attached and the C 
to which R^^ is attached, form a 5-membered ring which is unsubstituted or 
independently substituted with a hydroxyl group; 

R'' is selected from the group consisting of unsubstituted quinolyl. alkyl- 
substituted quinolyl and aryl-substituted quinolyl; 

each R^, R"* and R^ is the same or different and each is independently 
selected from the group consisting of H, halo, alkyl. R^^-substituted alkyI, 
cycloalkyl. heterocycloalkyi, cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, 
-OR^ -C(0)R^ -C(0)OR^ -NR^^R^^, -NR2'^C(0)R^^ -N(=C-0-NR2^r25), 
-NR2^S(0)2R^^ 

wherein each of the cycloalkyl, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of R^, R^ and R^ is 
independently unsubstituted or substituted with one to four independently 
selected alkyl, R^^-substituted alkyl or R^^ moieties which can be the same or 
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different, each R^^ moiety being independently selected from the group of R 
moieties below; 

each R^ is the same or different and is independently selected from the 
group consisting of H, alkyl. R^^-substituted alkyi, cycloalkyi, heterocycloalkyi, 
cycloalkenyl, heterocycloalkenyl, aryl, heteroaryl, -OR^, -C(0)R^ -C(0)OR®. 
-NR^^R2^ -NR2^C(0)R2^ -N(=C-0-NR2^R^^) and -NR2^S(0)2R^^ 

each of the cycloalkyi, heterocycloalkyi, cycloalkenyl, 
heterocycloalkenyl, aryl and heteroaryl groups of R^is independently 
unsubstituted or substituted with one to four independently selected alkyl, R^^- 
substituted alkyl or R^^ moieties which can be the same or different, each R^^ 
moiety being independently selected from the group of R^^ moieties below; 

each R® is independently selected from the group consisting of H, alkyl 
and -OCF3; 

each R^ is independently selected from the group consisting of H, alkyl, 
heteroaryl and -CF3; 

each R^°is Independently selected from the group consisting of: alkyl, 
R^^-substituted alkyl. -OR^ halo, -CN, -NO2. -NR2^R2^ -C(0)R^ -C(0)OR^ 
-C(0)NR2^R2^ -S(0)xNR2^R2^ -S(0)xR^ -CF3. -OCF3, -CF2CF3, 
-C(=NOH)R^, aryl, halo-substituted aryl, heteroaryl, cycloalkyi, 
heterocycloalkyi. -N(R2^)S(0)xR^-N(R2^)C(0)R^ and -N(R2^)C(0)NR2^R2^ 

wherein each of the aryl, halo-substituted aryl, heteroaryl, cycloalkyi 
and heterocycloalkyi groups of R^° is independently unsubstituted or 
substituted with one to four independently selected R^^ moieties which can be 
the same or different, each R^^ moiety being independently selected from the 
group of R^^ moieties below, 

or two R^° groups taken together with the carbon to which both R^° 



groups are attached is ^ ; 

R^'' is one to three substituents independently selected from the group 
consisting of: -OR^ halo, -CN, -NO2. -NR^^R^^ -C{0)R^ -C(0)OR^ 
-C(0)NR2^r2^ .S(0)xNR2^R2^ -SOxR^ -CF3, -OCF3. -CF2CF3. -C(=NOH)R^ 
R^^-substituted alkyl, aryl, heteroaryl, cycloalkyi, heterocycloalkyi, 
-N(R2^)S(0)xR^-N(R2^)C(0)R^ and -N(R2^)C(0)NR2^R2^; 

wherein each of the aryl, halo-substituted aryl, heteroaryl, cycloalkyi. 
and heterocycloalkyi groups of R^^ is independently unsubstituted or 
substituted with one to four independently selected R^^ moieties which can be 
the same or different, each R^^ moiety being independently selected from the 
group of R^^ moieties below. 
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or two R^^ groups taken together with the carbon to which both R^^ 



groups are attached is ^ ; 

each R^^ is independently selected from the group consisting of: 
halo, alkynyl. aryl. heteroaryl, -OR^"^, -(CrCe alkyO-OR^"^. -CN, -NO2. 
-NR^^R'^ -C(0)R2^ -C(0)0R2^ -C(0)NR2^R^^ -S(0)xNR2^R2^ -S(0)xR^^ 
-CF3. -OCFs, -CF2CF3, -C(=NOH)R2^ -N(R2^)S(0)xR^^ -N(R2^)C(0)R^^ 
and -N(R2'^)C(0)NR2'^r2^, 

or two R^^ groups taken together with the carbon to which both R^^ 



^c=o 

groups are attached is ^ ; 

each R^^ is independently selected from the group consisting of H. 
hydroxy!, halo and alkyi; 

each R^^ is independently selected from the group consisting of H and 

alkyI; 

each R^^ is independently selected from the group consisting of H, 
hydroxyl, alkyI, hydroxyalkyi, aryl, cycloalkyi, heteroaryl, -NR^'^R^'^ , -(Ci to Ce 
alkyl)NR2^N2^ -CF3 and -S(0)xR^^; 

each R^® is independently selected from the group consisting of H, 
hydroxyl, alkyI, hydroxyalkyi, aryl, cycloalkyi, heteroaryl and -NR^R"^; 

R^^ is independently selected from the group consisting of heteroaryl, 
heterocycloalkyi and -NR^'^R^^; 

R^° is independently selected from the group consisting of H and R^° 
substituent groups above; 

R'*^ is independently selected from the group consisting of H and R^° 
substituent groups above, 

or R^°and R'^^, taken together with the carbon to which R^°and R'^^are 



^c=o 

attached, is ^ ; 

with the proviso that at least one of V or T is selected from the group 
consisting of -C(0)N(R^)(OR'^), -C(0)OR^ and -C(0)NR2^r2^ 



